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Study No.PD30093
Table 2 Body weights

Male, Female
Group Body weight (g} on day
Sex and -
dose 1 8 15 22 29 36 43 50 57 64 71 78 85
Male Control N 20 20 20 20 20 20 20 20 20 20 20 0. 20
Mean 212.9 276. 8 333.8 378.3 426.4 465.9 495.0 526.4 548.1 566. 7 585.6 601.7 6156.6
S.D. +3.9 +14. 2 +18.2 +22.3 +26.5 +329.5 +33.2 +39.4 +40.7 +42.5 +46. 8 +49, 1 +48.9
4 mg/ke N 20 20 20 20 20 20 ' 20 20 20 20 20 20 20
Yean AR 213.4 315.9 367.1 412.5 4491 475.8 504.5 524. 4 547.% 559. 8 574.% 590.4
S.D. £95.0 +14.9 +21.7  *I0.1 +33.4  *40.2 +47.6 +53.3  £55.1 +57.9 +59.8 +61.3 +63.6
20 ng/ke N 20 20 20 20 20 20 20 20 20 20 20 20 20
Mean 211.2 277.0 333.4 376.8 421, 3 453.5 487.3 o148 537.1 B5T.7 578, 2 596, 7 610.6
S.D. 9.7 +17.4 +25.2 +79.8 +34.0 4:40.0 +44. 4 47,17 +40.3 +52.9 +56.2 £55.% +62.0
100 me/kg N 20 20 20 20 20 20 20 20 20 28 20 20 20
Mean 210.4 281.7 321 389.9 439.0 478.1 506.9 336.3 560. 2 580.3 501.8 §20.5% 530.5
S.D. +8.8 +15.4 +23.0 +28.7 +32.5 +36.9 +38.8 +43.4 +44.4 +46.8 +50. 3 +52.6 +56.0
Female Coniral N 20 20 20 20 20 20 20 20 20 20 20 20 S 20
Mean 157.2 186.0 215.5 233.2 252.1 263.2 2171 286.1 294.5 304. 1 309.2 316.3 321.0
S.D. +5.9 +&. 8 +11.4 £13.7 +17.1 +17.3 +18.5 +20.5 £23. 4 +23.2 +25.8 +26.3 +28.9
4 mg/ke N 20 20 20 20 20 20 20 20 20 20 20 20 20
Mean 157.3 186.3 215.4 233.8 250.0 263.3 274.2 283.4 200. 7 300.3 305.4 311.1 315.8
S.D. +7.4 +10.5 +12.4 +12.3 *T14.4 +15.4 +15.8 +14.8 +I7.2 £17.3 +19.4 £10.6 =20.4
20 me/ke N 20 20 20 20 20 20 20 20 20 20 20 20 20
Mean 1536.7 186.7 217.4 233.2 2517 264.7 274.9 284, 5 241.8 301.4 309.3 315.5 319.5
S.D. +17.6 +9.8 +13.9 +14.9 +15.17 +15.9 +i9.7 +370.0 +2i.8 +22.7 +125.2 +25.0 +26.0
100 ng/kg N 20 20 20 20 20 20 20 20 20 20 20 20 10
Mean 156.8 189.1 218. 6 237.0 254.3 266. 4 279. 6 289.2 296. 8 303.0 309.9 317.3 321.3
S.D. +8.6 +10.9 +17.0 +17.6 +22.3 +21.3 +23.9 +25.4 100 +27.1 +27.8 +£20.7 +32.6

Noi significantly different from conirol.



Study No.P030098

Body weights
Male,Female

Table 2 - corfinued
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a Study No.P030098
Table 3 Food consumption

Male, Female
Group Food consumption (g} on day
Sex and
dose 2 8 15 22 29 36 43 50 57 64 11 78 83
Maie  Conirol N 20 20 A 20 20 20 20 20 il 20 20 20 0
Mean 23.3 5.1 25.2 2.6 26.0 25,5 24,9 25.1 23.4 23.5 22.9 22,9 21.9
S.D. +1.6 2.0 +2.7 +2.2 +2.5 +2.6 2.0 +3.1 +*2.4 +2.7 +3.1 +3.0 +2.4
4 mg/kg N 20 pAi) 20 20 20 . 0 20 20 20 20 20 20 20
: Hean 23.0 23.9 4.6 25.0 24.5 15.0 23.3 2.0 23.1 22.9 1.9 21.% 12.8
S.D. +1i.6 +2.3 +3.1 +2.8 +3.8 +2.9 +2.8 +3.4 +3.1 +2.8 +3.2 43,0 +4.0
20 mg/ke N 20 20 20 20 20 20 20 20 0 20 20 20 20
Mean 24.1 25,1 25.5 26.2 25.4 26.7 25.0 25.7 24.7 24.6 24.0 23.5 23.5
5.0, £1.6 +2.8 3.0 - £ +3.4 +3.0 +3.3 +2.8 +3.1 +3.0 +3.4 +3.3 +3.2
100 mg/ke N 20 20 20 20 20 20 20 20 20 20 20 20 20
Mean 24.1 24.6 26.5 26.8 26.3 25.9 25.2 25,8 26. 1% 24,5 24,7 24,6 23. 8¢
S.D. +1.7 +2.6 +2.8 +4.0 +3.4 +3.3 +2.4 +2.6 +3.2 +3.3 +3.9 +3.4 +6.2
Female Conirol N 20 20 20 20 - 20 20 20 20 20 20 20 20 20
Mean 16.9 15.4 16,4 16.4 17.2 15.6 11.5 16.0 18,5 15.7 15,2 18.5 14,5
S.D. 1.7 +1.9 +8.3 +2.3 2.1 +2.1 £2.1 +2.0 +2.7 +2.2 +2.2 +2.3 +2.3
4 me/ke N 20 20 20 20 20 20 20 20 20 20 20 20 20
Mean 16.2 16.0 16.4 16.4 16.6 16.4 16.7 15.3 19.9 15.8 6.3 14.9 15.1
5.D. *1.5 +1.9 +2.3 X1.7 +3.0 ti.4 +3.0 2.4 +2.7 +1.6 +2.3 +2.17 +2.5
20 mg/ke N 20 20 20 20 20 20 20 20 20 20 20 20 20
Hean 16.2 0.2 16,6 16.2 16.9 16.7 18.5 16.9 16.4 15.8 16.4 16. 17 15.6
S.D. +2.2 1.9 +2.3 +2.7 3.0 2.5 *2.5 +2.8 +3.0 2.7 +2.8 +3.1 +3.1
100 mg/kg N 20 20 20 20 20 20 20 20 20 20 20 20 20
Yean 16.5 19,7 16,9 16.9 18.3 16. 6 17.4 17.1 17,5 15.5 16.1 17.3 15.7
s.0. *+1.2 *1.3 +£2.5 +4.7 +3.17 £0L7 +32.17 +2.4 £2.6 *+2.4 3.2 +2.4 +2.9

$: P0:05 (significantly differeni from control),



Study No.P(30008

Food consumplion

Male,Female
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' Siudy No.P030098
Table 4 Urinary findings

Male,Female, 13y
g Grgup Urine velume Osmoiic pressure Specific gravity -Na K Cl
ex an :
dose (nL/24hr) - {(0sm/ke) (mBq/24hr) (mEq/24hr)  (mBq/24hr)
Male Controi N 10 10 1) )] ] 10
Mean 13. 4 1.512 1. 048 0,944 2. 187 1,256
S.D. £5.1 +0.439 £0.015 +0.273 +0.502 =0. 401
1 ng/ke N 9 9 9 9 9 9
: Mean 17.6 - 1.452 1.048 0,852 3.145 1.250
S.D. +14.1 +0. 596 +0.023 +0.416 +0.777 +0,5%
20 mg/ke N 10 10 3] 10 10 10
Mean 15.4 1.506 1. 047 0. 988 2.433 1.422
S.D. 7.9 +{.433 +0.015 +{, 297 +0, 387 +(, 387
100 mg/kg N 9 % g 9 9 9
Mean 4.5 1.454 1. 047 1.027 2.449 1,488
S.B. +4.7 +0.294 +0. 009 +0. 456 =+, 440 £0. 357
Femzle Control N 10 10 10 10 10 0
Mean 12.5 1.200 1.039 0.755 1,679 1.101
S.D. +7.6 +0. 470 +0.017 +0. 359 +0. 490 +{.490
4 ng/kg N 10 10 10 10 16 10
Mean 12.8 1. 206 1. 040 0.91% I.846 1.267
S.b. 171 £0.410 +0.014 +0. 240 +10,907 10,318
20 mg/kg N 10 10 10 10 10 10
o Mean 8.8 1.617 1.054 0.74 1. 908 1.204
S, +1.3 +0.385 +0.013 +0.300 +0.463 +0.315
100 mg/kg N 10 10 1] 10 IR} 10
Mean 12.3 1,169 1.039 0. 883 1,807 1. 231
S.D. +5.3 +0. 400 +0. 014 +0.232 =0. 368 40, 196

Not significanily different [rom conirol. o ) ) )
One male in the 4 mg/kg group was imminently sacrificed when moribund and one male in ihe 100 mg/kg group died.



; : Study No.P030098
Table 4 - coniinued Urinary findings
Male,Female, 13w

Group Number Color pH Protein Glucose Ketone hody
Sex and of

dose animals

PY Y 55 6.0 6.5 7.0 80 8.5 - + + - -

Male Control 10 0 10 0 0 0 1 H] 1 5 3 2 10 10

4 mg/ke g l 8 0 0 ] 1 6 2 2 4 3 ! g

20 me/kg 10 1 ] 0 ] 0 0 H] 2 4 4 A 10 10

100 mg/ke 9 (i 9 0 0 0 2 5 2 i} by 4 -9 9
Female Conirol [0 | g 0 2 0 4 3 1 3 2 0 10 10

4 ng/ke 10 1 g 1 0 0 0 7 2 10 0 0 i0 10

20 mg/ke 10 0 10 0 0 1 0 3 1 g 1 { 10 10

100 mg/ke 10 010 0 3 0 | 4 2 10 0 0 10 10

Not significantly different from conirol.

. Abbreviation: PY, pale yellow; Y, vellow; YB, vellowish brown; B, brown.

Grade sign: -, none; %, trace; +, slighi; +t, moderate; +Ht, severe; 4+, very severe.

One male in the 4 mg/kg group was imminenily sacrificed when moribund and one mate in the 100 mg/kg group died.
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; . Study No.P030098
Table 4 - conlinued Urinary findings
Male, Female, 13w

Group Nuzmber Bilirubin Occull bleod Urobilinogen
Sex and of (mg/dLg

dose animals

- - <1

Male Control 16 10 10 10

4 ng/kg 8 9 9 T8

20 ng/ke 10 10 10 10

100 me/ke 9 9 ] 9
Female Conirol 10 10 10 10

4 mg/kg 10 10 10 16

20 mg/kg 10 10 10 1]

100 me/kg 10 10 10 10

Nol significantly diflcrent from comirol.
Grade sign: -, nmone; *, trace; 4, slight; ++, moderate; ++, severe; +Hi, very severe.
One male in the 4 mg/kg group was imminently sacrificed when moribund and one male in the 100 mg/kg group died.
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Table 4 - contimied

Urinary findings

)

Siudy No.P030088

Male, Female, 13w
Group Number Irinary sediment
Sex and of -
dose animals Epithelial celis Erythrocyles Leukocylies Casis Crystals
- - - - -+ H
Male Control 0 10 10 10 10 9 i 0
4 mg/kg 9 9 -0 9 9 7 2 0
20 mg/kg 10 10 10 10 19 8 2 0
100 mg/kg g 9 9 9 9 8 0 1
Female Conirol 10 10 i0 10 10 10 0 0
4 mg/kg 10 10 10 10 14 10 0 0
20 ng/kg 10 to ] {0 1 10 0 ]
100 mg/kg 10 10 i0 10 10 10 0 0

Yot significantly different from control.
Grade signs are as follows,

Eryihrocyles
Leukocyies
Casts
{rystals

Epithelial cells: - 3/f1eld + 3/field = and < 10/field; ++ 10/f1eId and < 20/
- < L0/Geldy 3, 10/field < and ¢ 30/%ield; 4, 30/field < and < 1
- < 3/lield: + 3/1’1eld = and < 20/field; ++ 20/field < and < 40/field; +H,
-, none; ¥, = 1/all field.
- C1071ield; +, 10/1ield < and < 20/field; +, 20/Tield < and < )
oribund and one maie in ihe 100 mg/kg group died.

(ne male in the 4 mg/ke group was 1mm1nently sacrificed when m

0/field; ++, = 20/field.
00/¢ield; +++ countless,

Z 40/field.

30/field; +++, couniless.



Table B Urinary findings
Male, Female, 52w

Study No.P030098

S Grgup Urine volome Osmolic pressure Specific gravily Na X ¢l
ex an
dose (mL./24h1) (Osn/kg) (nBq/24hr)  (xBa/24hr)  {mBa/24hr)
Male Conirol N 1 1o 1% 10 10 10
Mean 8.1 1,714 1.058 0.506 1.594 0.684
S.D. +3.4 +0.415 - E0.019 £0.203 +0.380 +0.300
4 mg/ke N 8 8 3 3 8 5
Mean 0.4 1.435 1.050 0.501 1.395 0. 652
S.D. +5.7 +0.527 +0.019 +0.133 +0.232 + 285
20 me/k N 8 8 8 8 3 8
TE/RE Mean 11.3 1.388 1.048 0.6t1 1.583 0.834
5.D. +5.9 +0. 446 £{.017 +0.457 =0.560 =+9, 569
100 mg/ke N 10 10 1] 10 10 10
Mean 13.0 1.275 1. 044 9.701 1. 648 0.832
S.D. +4.8 +0.259 +0.011 0. 356 £0. 246 +0. 365
Female Conirpl N 10 10 19 10 10 10
Mean 14.2 0.992 1,034 0.844 [.831 1.134
S.D. +5.7 X0, 280 £0.010 +0. 254 +0.377 +0,301
4 mg/ke N 10 10 19 10 10 10
Mean 15.1 1. 046 1.037 .89 1. 930 1.193
S.D. +1.3 *0. 469 +0.01% +0. 281 +0.372 +0.388
20 meg/ke N § 9 g g 9 9
Mean 18,0 0.810 1.028 0.879 1.971 1.229
S +5. 7 +0. 256 +0. 009 +0.278 +0.410 +0.363
100 ag/kg N 1 14 1 10 10 tQ
. Mean 13.8 1.158 1. 042 0.834 1,927 1.152
3.D. +7.1 =0. 417 +0.017 +0.244 +0.416 +0.315

Not significanily diffcrent from conirol.

One male in the 4 mg/ke

group died and one mzle in the 4 mg/kg group was imminently sacrificed when moribund.

Two males and one female in ihe 20 mg/ke group died.



Table § - continued Urinary findings

)

Study No.P030093

Maie,Female, 52w

Group Number Color - Jult Protein Glucose
Sex and of )

dose animals

PY Y 50 58 6.0 65 7.0 7.5 80 &85 - * O 4 -

Male Conirol 10 0 10 0 0 0 0 § 2 7 1 0 1 & 2 1 10

4 ng/kg 8 0 8 00 0 0 0 3 4 0 1 5 1 1 8

20 ng/kg 8 0 8 0 0 0 1 2 3 2 0% 0 0 3 4 1 8

100 mg/ke 10 0 1] 0 ! 0 0 5 1 4 1] 0 2 1 g 2 10
Female Control 10 0 10 1 i 0 1 3 0 4 0 4 3 1 2 0 10

4 mglkg 10 2 8 0 2 0 1 3 1 3 0 2 4 2 2 0 10

20 mg/kg 9 2 7 2 1 2 ? 2 0 ) 0 2 1 2 4 0 9

100 mg/kg 10 2 8 0 b 0 0 4 0 4 0 2 1 3 1 3 10

+; P€0.05 (significantly differeni from comtrel).
Abbreviation: PY, pale vellow; Y, vellow; YB, yvellowish brown; B, brown.
Grade sign: -, nome; +, trace; +, siight; ++, moderafe; ++t, severe; +1+f, very severe.

Qne male in the 4 mg/kg group died and one male in the 4 mg/ke group was imminenily sacrificed when moribund.

Two males and one female in the 20 mg/kg group died.



Table & — continued

Urinary [indings

Study No.P030098

Male,Fenale, 52w

Group Number Ketone body Bilirubin Occult blood Urobilinogen
Sex and of (mg/dL§

dose aninals

- - - <1

Hale Conirol 10 10 10 10 1{l]

4 ng/kg 8 g 3 2 8

20 ng/kg 8 8 8 8 8

100 mg/kg 10 10 10 10 10
Female Control 10 10 10 10 10

4 ng/kg 10 10 10 10 10

20 mg/ke 9 9 g g g

100 mg/kg 10 10 10 10 10

Not significanily different [rom conirol.
Grade gign: -, nome; =, irace; +, slighi; +, moderale; HH, severe; H4f, very severe.
One male in the 4 mg/kg group died &nd -one male in ihe 4 mg/ke group was imminently sacrificed when moribund.

Two males and one female in the 20 mg/kg group died.
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Table & - coniinued Urinary findings

)

Study No.P020098

Male,Fenale, 52w
Group Number Urinary sediment
Sex and of
dose animals Bpithelial cells Erythrocyies Leukocytes Casts Crystals
C- - -+ H - -
Male Control 10 10 10 9 l 0 10 10
4 nefke 8 8 H] ] 2 0 8 8
20 ng/kg T8 8 8 § 2 0 8 3
100 mg/kg 10 10 _ 10 g 1 0 0 10
Female Control 10 10 10 9 { 1 10 10
4 mg/kg 10 10 10 10 0 0 10 10
20 mg/kg g 9 g 9 0 0 9 g
100 mg/kg 10 10 to 10 0 0 10 10

Not significantly different from conirol.
Grade signs ate as follows. |

Field; +, 10/field < and { 20/field; +4, = 20/field,

Epithelial cells: — < 3/lield; f, 3/field = and < 10/fiel
Brythroeytes  : - < 10/field; 4, 10/field < and < 30/field; +t, 30/1ield = and € 100/ield; ++%, countless.
Lenkocyies D= < 3/field; f, 3/Mield < and < 20/field; +, 20/field < and < 40/[ield; ++ = 40/Tield.
Casis : ~ none; ¥, = 1/all field. _
Crystals : -, < 10/field; 4, 10/tield = and < 20/field; ++, 20/field = and < 30/field; ++, countless.

One male in the 4 mg/ke group died and one male in the 4 mg/ke group was imminently sacrificed when moribund.

Two males and one female in the 20 mg/kg group died.



Study No.P030098

Hematological Tindings

Male, Female, 13w

Table 6
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Table 6 - continued Hematological findings
Male,Fenale, 13w

Study No.P030088

Group PT APTT
Sex and
dose (sec) (sec)
Male Controt N 10 10
Mean 13.8 22.1
S5.D. +1.3 +1.9
4 ng/kg N g 9
Vean 15.2 24.6
S.D. +2.3 2.6
20 mg/kg N 10 10
, Mean 14.4 22.5
S.D. +1.3 2.9
100 mgfke N g g
Mean 14,17 24.4
S.D. +0.7 +2.3
Female Conirol N 10 10
Mean 12,7 19.1
S.D. +0.6 +0,7
4 nefhe N 14 10
Mean 12.5 19.3
S.D. +0.6 +1.1
20 mg/ke N 10 10
Mean 12.5 19.5
S.D. *0.4 +0.8
100 m N 10 10
ek Mean 12.4 20.1
5.D. +0.5 +1.3

Not significantly different from conirel. . .
One male in the 4 mg/kg group was imminently sacrificed when moribund and one male in the 100 mg/kg group died.



Table B - continued

Hematological findings

Male,Female, 13w

Study No.P030098

g Grgup Dilferential leunkocyie count
ex an ,
dose Eosinophils Neutrophils Lymphocytes Basophils Monoevies Large unstained cells
(102 /Ly (102 /pL) (102 /uply (02 /pl) (102 /ub) {102 /ul)
Male Control N 10 10 10 10 10 10
Mean 1.4 18.6 77.9 0.3 1.8 0.8
S.D. +0.3 +8.1 +20.8 £0.2 +0.8 +0.6
4 mg/ke N 9 9 9 ] 9 9
Mean [.9 15.9 70.5 0.2 1.6 0.8
. S, +0.4 +5.9 +18.3 +0.1 +0.5 £0.6
20 mg/ke N 10 10 10 19 10 10
Mean 1.b 20. 6 78.3 0.3 2.0 0.9
S.D. +0.§ +8.5 =13.9 +0. 1] +0.7 0.4
100 mg/ke N g 9 9 9 Y g
Mean 1.7 18.8 69.5 0.3 1.7 0.8
S.D. +0.5 +5.1 +19.3 +0.2 +0.5 +0.4
Female Conirol N 10 10 14 10 10 10
Mean 0.8 5.1 38. 6 0.1 0.7 0.3
S.D. +0.3 +1.4 +13.2 +0.1 0.3 +0.2
4 mg/ke N 10 10 10 10 10 10
Mean 0.7 6.1 38.4 0.1 0.7 0.4
S.D. +0.2 +2.7 +3.0 +0.0 +0.2 +0.3
20 we/kg N 10 10 i) 10 10 10
Mean 0.7 6.5 49,7 0.1 0.8 0.5
S. 0. +0.2 +2.3 £6.5 +0.0 +0.4 +0.2
100 mg/k il 10 10 3] 10 10 10
e Mean 0.9 6.0 47.0 0.1 0.8 0. 6%
S.D. +0.3 +15 +15.1 +0.1 +0.4 +0.3

4; PL0.05 (significantly different from control).
One male in {he 4 mg/kg group was imminenily sacrificed when moribund and one male in the 100 ng/kg groun died.



Siudy No.P030098
Table T Hematplogical findings

Male,Female, biw
g Grgup Leukocytes Erythrocytes Hemoglobin Hemalocrii MCY MCH MCHC Reticulocyte Platelets
ex an
dose 10> /uly  10* ful) (/L) o (f1) (rg (g/dL) (10 /el (0% /ul)
Male Conirotl N 10 10 i 16 10 10 10 10 10
Mean 7.21 840 14.0 45.0 53.8 16,7 31.2 15.8 103. 4
S.D. +1.47 +47 +0.9 +2.9 +2.2 +0.6 +0.5 +3.9 +8.3
4 ng/kg N 8 3 8 ] 3 3 3 3 3
Nean 7.42 843 14,2 5.2 53.7 16.8 a1.4 16.1 103.4
.D. £1.08 + 47 +1.1 *3.0 +2.3 +0.6 *0.5 +4.2 +14.2
20 me/ke N 3 8 8 8 8 8 ] 3 8
Mean 7.51 343 13.6 43.6 51.6 16.1 31.2 17.5 113.3
5.0 2.1 +91 £32.3 +6.1 *3.9 *1.8 +1. *1¢.1 133.6
100 mg/ke N 10 10 10 [t 10 10 10 10 0
Mean 11, 944+ 881 13.4 43.1 48. O3 15, 2% 31.0 17.6 110.5
s.b. +2.51 +45 +0.8 +2.3 +3.0 +1.0 +0.6 +2.5 +10.5
Female Conirol N 10 10 10 10 10 [0 10 10 10
Mean 4,75 47 3.4 41.8 56.0 18,6 33.2 14.4 98.8
] S.b. +0, 80 *39 x0.5 +1.7 +2.6 +0.7 *1.0 +3.7 +15.1
4 mgfke N 10 10 10 10 {0 10 10 10 10
Mean 7.10 657 12.2 31. 3% 57.2 18.7 32.7 17.6 97.3
S.D. £6.88 *117 +2.0 +45.2 Td.6 *0.5 +1.3 +45.2 +23.9
20 mg/ke N 9 9 9 ] ] 9 9 g g
Mean 4,24 676 12. 7% 38.6 57.5 18.9 32.8 20.9 100.1
S.D. +1.17 +499 +1.6 +4.1 +4.3 +1.0 +0.9 +18.6 +123.1
100 mg/ke N 10 10 [0 10 10 10 10 10 10
Mean 5.33 §93 12,443 3. 74 54.5 18.0 33.0 13.1 105.3
$.D. +1.78 +61 £0.9 *3.17 +3.4 £1.2 +0.5 +5.2 x10.9

x: P<0.05, #4: P<O0.01 (significanily differen{ from control). o .
0ne male in the 4 me/kg group died and one maie in the 4 mg/kg group was imminently sacrificed when moribund.
Two males and onc female in the 20 mg/ke group died.
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Study No.P030098
Table 7 - centinned Hemaiological findings

Male,Female, 52¢
Group PT APTT
Sex and
dose (sec) (sec)
Male Conlrol N 10 10
Mean 14.2 22.1
5.0 +1.2 +1.3
4 ma/kg N 8 8
Mean 14,8 21.7
S.D. +1.4 2.1
20 ag/ke B 8 8
Mean 14.2 21.9
5.0 +1.4 £1.5
100 mg/ke N 10 10
Mean 19, D4% 2. b¥¥
S.D. +3.0 2.1
Female Conirol N 10 16
Megn 12.6 18.1
S.D. +0.6 +1.9
4 nglke N 10 10
Mean 12.0 11.7
S.D. +1.3 +1.9
20 mg/kg N g g
Hean 12.2 18.2
S.D. +0.4 +0.4§
100 meg/ke N 10 il
Mean 1 1. 6% 17.%
S.D. +0.7 +i.6

: PO, 05, #+: PS0.0L (significantly different from control), _
One male in the ¢ me/kg group died and one male in the 4 mg/ke group was imminently sacrificed when moribund.
Two males and one female in the 20 mg/kg group died.
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Study No,P(30098

Table 7 - continued Hematological [indings
Male,Female, 52w
g Grgup ' Differential leukocyte cound
ex an
dose Eosinophils Neuirophils Lymphocytes Basophils Monocyies Large unsiained cells
(102 /ul)  0=/pl) (02 /pl) (102 /pL) (102 /pl) (102 /)
Male Conirol N 10 10 10 10 10 10
Mean 1.3 22,6 44.§ 0.1 2.7 0.7
S.D. +0.2 +10.3 +7.3 +0.0 £0.9 +0.3
4 ng/ke N 8 3 8 3 8 ]
Mean 1.2 21.3 T 48.4 0.1 2.2 0.9
5D +0.3 +8.17 +8.5 +0.1 0.4 £0.3
20 mg/ke N 8 8 8 8 8- 8
Mean 1.1 25.5 44.9 0.1 2.6 0.9
5.D. +0.5 +14.5 t16.1 +0.1 x0.6 +0. 6
100 mg/ke N 10 10 1 10 10 10
Mean 1.4 41, Bk T0. 6%+ 0. 2% 4, 155 1.5%%
S.D. +0.5 +12.1 +19.9 +0.1 0.7 +0.4
Female Conirol N 10 10 10 10 10 10
Mean 0.8 14.8 29.9 0.1 1.6 0.4
S0, +0.2 +6.5 +6.0 +{.1 +0.5 +0.2
4 mg/ke N 10 10 10 10 10 10
Mean 0.8 32.3 33.6 0.1 2.1 1.6
S.D. +0.3 +44.1 +20.1 =0.2 +2.5 +3.0
20 mg/ke N 9 ] g 9 9 g
Mean 0.8 13.3 26. 2 0.0 1.7 0.5
S.D. +0.3 +£5.1 +8.5 0.0 +0.5 *0.1
100 wg/ke N 10 10 10 10 10 10
Mean 0.7 13.5 36.0 0.1 2.1 0.9
S.D. +0.3 +7.3 +12.6 +0.1 +0.8 +0.8

£ P<0.05, #%: P0.01 (significanily differeni from control).

One male in the 4 me/kg group died and one male in the 4 mg/kg group was imminently sacrificed when moribund.
Two males and one female in the 20 me/kg group died.



Study No.P030098

Biachenical findings
Male, Female, 13w
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/kg group was imminently sacrificed when moribud and one male in the 100 mg/ke group died.

One male in the 4 mg
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Table & - continued

Biochemical findings
Male, Female, 13w

)

Study No.P030098

g Grgup ALP T.Cholesterol Triglycerides FPhospholipids  Glucose BUN Crealinine ip Ca Na
ex an
dose (1U/L) (ug/dL) (mg/dL) (mg/dL) {mg/dL) (mg/dL) {mg/dL) (mg/dL) (mg/dL) (uBq/L)
Male Conirol N 10 10 10 10 10 10 10 10 10 10
Mean 197 73 60 123 [32 12,5 0.5 6.2 10.1 145.4
S.D £49 Lig +30 +123 +121 x1.1 +0.1 +0.5 +0.3 +0.8
4 mg/ks N g 9 9 ) 9 9 9 9 9 g
Hean 08 19 45 118 124 12.6 0.4 8.1 10.2 145.3
S.D. +26 +25 +16 +34 +13 £1.9 +0.1 0,6 +0.5 £0.7
20 mg/ke N 10 10 10 10 10 10 10 10 10 10
Mean 167 75 49 124 129 13.2 0.5 6.3 10.2 145.7
S.D. +78 £10 22 +14 +14 *1.0 +0.1 =0.6 *0.4 +1.1
100 mg/ke K ] 9 g g 9 g 9 ] g g
Mean 167 19 47 129 132 12.7 0.4 6.3 10.4 145.3
S.D. 40 +9 =19 x16 +15 =17 +0.1 +0.5 +0.3 +0.6
Female Control N 10 10 10 10 10 10 10 1b il 10
Mean 99 19 30 154 120 14.1 4.5 4.9 10.5 143.3
5.D. +20 +13 +13 +123 +12 +3.0 . +0.1 +1.2 +0.2 +0.8
4 ug/kg N 10 10 19 10 10 10 1 19 10 10
Mean 35 32 24 154 118 16.6 0.5 5.3 10.7 142.8
S.D. =121 +16 +38 +25 +13 +2.6 +0.0 +0.9 +0.3 +0.8
20 me/ke N 10 10 10 i0 10 10 10 10 10 10
Mean 89 93¢ 22 172 123 15,1 0.5 5.4 10,8 [42.9
S.D. +32 x5 +11 =10 +8 +2.6 +0.1 +0.8 +0.3 +0.8
100 me/kg N 10 10 10 10 it 10 10 0 10 10
- Nean 38 99% 29 172 118 16.8 1.5 5.3 10.6 142.9
S.D. 127 £1i2 +122 +19 X5 +i.5 +0.0 +1.1 =0.4 =0.8

$: P€0,05 (significanily different from control). ' . _
One male in the 4 mg/kg group was immimentily sacrificed when moribud and one male in the 100 mg/kg group died.



Table 8§ - continued

Biochemical findings

Male,Female, 13w

Study No.P(30098

Group K Cl
Sex and
dose {mBq/L) (uEq/L)
Male Conirol N 10 10
Mean 4,40 104.5
5.D. +0.21 x1.1
4 ng/ke N g 9
Mean 4.29 104.1
S.D. +0.28 +2.0
20 mg/kg N 10 t0
Mean 4,38 104,3
S.D. +0. 20 =1.1
(00 mg/kg N § 9
Mean 4,49 102.6
S.D. +0.16 +1.3
Female Control N 10 10
Mean 4.01 105.3
S.D. +0. 30 +0.8
4 mg/ke N i0 10
Mean 4,07 104. 6
S.h +0.23 *+1.3
20 ag/kg i 10 10
Mean 4,07 104.7
3.D. +0.18 +0.8
100 mg/ke N i 10
Mean 4,05 104.2
S.D. +0. 37 +1:.9

£: P0.05 (signilicanily different from control).

One male in the 4 mg/kg group was imminently sacrificed when moribud and one male in ihe 100 mg/kg group died.



Study No.P030008
Table 9§ Biochemical {indings

Male,Female, 52w
S Grgup T.Protein A/G ratio @1 -Globulin @z Globulin B-Globulin t-Glebulin  Albumin T.Bilirubin AST ALT
ex an
dose (g/dL) &) W @ ¢4 ® (mg/dL) {TU/1) (10/1)
Male Control N 10 10 10 10 10 10 10 10 10 0
Mean 8.1 1.00 19.6 1.7 17.1 58 49,8 0.0 ] 37
S.D. +0.3 +0. 132 +2.7 +1.2 £1.9 +1.3 +3.1 £0.0 +14 +23
4 ng/ke N 3 3 ] ] 8 ] 8 3 8 8
Mean B.1 0.93 19.9 1.7 17.4 5.6 49,4 0.0 39 59
3.D. x0.2 x0.15 +2.1 +0.9 2.2 +1.6 +3.8 +0.0 +45 +54
20 me/ke N 8 3 3 8 8 8 8 3 8 8
Mean 6.2 0.92 18.6 8.1 18.9 1.2 47.2 0.0 93 38
S.D. +10.4 +{.25 +2.3 *l1.4 +4.1 +1.8 +6.7 0.9 +25 +15
100 mg/kg N 10 10 10 10 10 10 - 10 10 10 10
Mean 6.0 0. 794% 18.7 9, 2% 22, 3*x 58 44, 1%% 0.0 101 59%
s.D +0.4 £0.06 +1.7 =11 £1.9 +0.2 =21 +0.0 +34 24
Female Control N 10 10 10 10 10 1] 19 10 10 10
Hean 6.7 1.49 14.4 5.5 14.6 5.9 59.7 0.1 113 45
S.D +0.3 £0.18 +1.3 +0.9 +1.5 +0.9 2.6 +0.1 +69 *56
¢4 ng/kg N 10 10 10 10 10 10 10 1 10 10
Mean 6.8 1.43 14.4 6.2 14,9 6.0 58.6 0.0 104 32
S.D. +0.2 +0. 20 +1.2 +2.3 +2.0 +1.3 +3.6 0.0 T44 +21
20 mg/kg N g 9 4 9 g ] g g 9 g
Mean 6.9 .1.42 14.9 5.6 15.1 5.9 58.5 0.1 36 32
S.D. +0.4 £0.18 1.5 +0.7 +1.7 +1.0 x3.3 +0.1 +129 +117
100 me/ke N 10 ] 10 10 10 10 10 10 10 1
Hean 7. 1% 1.214% 16. 5% 5.8 17. 3%% 5.8 54, D% 0.0 82 A
S8.D. +0.4 +0. 14 +2.3 +0.6 +2.1 +0,9 +2.9 %0.0 +14 411

$: P40,05, #4: P<0.01 (signilicanily differeni from control). o
ne male in the 4 mg/kg group died and one male in the 4 mg/kg sroup was imminently sacrificed wher moribund.
Two males and one female in the 20 me/kg group died.
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Table 9 - continued Biochemical findings
. Male, Female, 52w

g Grgup ALP T.Cholesierol Triglycerides Phospholipids  Glucose BUN Crealinine IP Ca Na
ex an '
dose {1U/1) {(mg/dL) (mg/dL) {mg/dL) (wg/dL) {mg/dL) (mg/dL) (mg/dL) {mg/dL) (mBq/L)
Male Control N 10 10 10 10 10 10 10 1} 10 10
Mean 17t 85 97 148 121 9.9 0.4 4.4 10.3 146. ¢
S.D. +51 +1l +37 +21 +17 1.5 T.1 +0.4 +0.3 +0.7
4 ng/kg N 8 8 3 ] 8 8 8 8 8 8
Hean 150 94 95 157 123 8.1 0.4 4.7 10.0 146.1
§5.D. +47 +125 +50 +32 +13 +1.1 +0.1 0.4 +10.3 0.8
20 me/ke N § 8 8 8 8 § 8 3 8 8
Mean 142 a8 93 153 116 9.3 0.4 4.9 10.1 145.6
S.D. +57 =2 166 +45 +20 1.7 *0.1 +0.4 +0.3 +0.9
100 ag/ke N 10 10 10 10 10 10 10 10 10 19
Mean 172 76 63 125 128 9.1 0.4 5.1 10.2 146.0
S0, +63 *1h +30 +20 +19 +1.6 +0.1 +0.9 +0.4 +0.8
Female Conirol N 10 15 10 10 10 14 10 10 10 10
Hean 62 99 52 190 114 13.0 0.5 4,8 10.5 145.4
S.D. +24 +ib +30 +30 +11 +2.1 +0.0 +0.9 +0.4 =0.6
4 nglkg N 10 10 10 10 10 10 10 10 10 10
- Hean 117 106 56 197 105 14.0 0.5 4.1 1.1 145.9
S.D. +235 11 +26 +20 +15 +4.0 +0.1 x0.5 +1.1 +2.9
20 me/ke N g 9 9 g 9 9 g 9 9 9
Hean 60 112 73 212 114 12.8 0.5 4.6 10.9 144.9
8.D. +23 +20 +33 +34 +13 +1.3 +0.1 +0.5 +0.2 +0.6
100 meg/ke N 10 10 10 10 10 18 19 10 10 10
Kean 59 131%% %9 208+ 116 11.4 0.4 4.8 10.9 144, 144
S.D. +27 +21 +80 +33 +10 +2.8 +90.1 +0.4 +0.3 +0.6

%1 PL0.05, #¢; P40.01 (significanily different from control). o
One male in the 4 mg/kg group died and one male in the 4 mg/kg group was imminenily sacrificed when moribund.
Two males and one female in the 20 mg/kg group died,
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Study No.P030098

Table 9 - continued Biochemical [indings
Male,Female, 52w

Group K C].
Sex and
dose. _ (mEq/L) (mEq/L)
Male Control N 10 10
Mean 4,37 105. 2
S.D. +0. 17 1.6
4 mg/kg N 3 8
Hean 4, 30 105.4
S.D. +0.16 +1.4
20 mg/ke N 8 8
Kean 4. 42 105. 7
S.D. £0.37 +1.4
100 mg/kg N 10 i0
Mean 4.158 104.8
5.D. +0.18 *1.4
Female Control N 10 10
Hean 3.91 109, 4
S.D. +0. 29 +2.8
4 ng/ke N 10 10
4 Mean 3.96 106. 5
S.D. +0.30 +3.3
20 mg/kg N 9 9
Mean 3.98 102.0
S.D. +0.18 *1.4
100 mg/ke N 10 10
Mean J.98 104, 5
8.D. =0.27 +1.8

Not significanily different ffom control. . )
One male in the 4 mg/kg group died and one maie in the 4 ng/kg group was imminently sacrificed when moribund.
Two males and one female in the 20 mg/kg group died.




Study No.P030098

Table 10 Necropsy findings
Male, Female, 13w
Sex Male Female
Group and dose Conirol 4 mg/kg 20 mg/ke 100 medke Conirol 4 mgfkg 20 mg/ke 100 me/kg
Organs and findings Number of animals 10 9 10 9 16 10 10 0
Genital system
Tesiis NA NA - NA NA
_ Enlargemeni 0 1 0 ]
Epididymis NA NA NA NA
Nodule, lighi vellow 0 0 1 ]
Endocrine system
Pituitary
Enlargemeni 0 0 0 0 0 0 0 1
Special sense organs
Eye
Dyscoria | ¢ ) i} 0 { 0 0

Noi significantly different from control.
NA: nol applicable. . .
No appreciable changes in all other organs and tissues.

One male in the 4 mg/ke group was imminently sacrificed when moribund and one male in the 100 mg/ke eroup died.
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Table 11 Necropsy {indings
Male, Female, 52w

Study No.P030098

Sex

Group and dose

Organs and findings Number of animals

Male

Female

Control

4 mg/kg

20 ng/ke

100 meg/ke

Control

4 mg/kg

20 ng/kg

100 mg/ke

10

8

8

10

10

10

9

10

Digesiive system
Liver
Macule, dark red
Enlargenent
Mass, 1ight gray
Pancreas
Mass, [ight gray

Hemaiopoielic sysiem
Thymus
Small
Spleen
Enlargement
Cyst

Urinary sysien
Kidney
Rough, sur{ace
Dilatation, pelvic caviiy

Genital sysiem

Testis |
Soflening
Small

Uterus
Enfargement
Cyst, endomeirium

Mammary gland
Releniion, milk

Endocrine sysiem
Pitwitary
Spot,dark red
Mass,datk red
Thyroid
Nodule, 1ighi gray

— e
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P<0.05 (significantly ¢ifferent from control}.
NA noil applicable.

No appreclable changes in all oiher organs and tissues.

One mzle in the ¢ mg/kg group died and one male in the 4 mg/kg grovp was imminenfly saerificed when moribund.

Two males and one lemale in the 20 mg/kg group died.



Table 11 ~ coniinued Necropsy findings
Male, Fenaie, 52w

Study No.P030098

Sex Male Female
Group and dose Conirol 4 mg/kg 20 ag/ke 100 me/ke Control 4 mg/kz 20 mg/kg 100 me/ke
Organs and findings Number of animals 10 8 L] 10 10 10 9 10
Endocrine system
Adrenal
Spot, brown 8 0 1] 8 4 1 2 1
Enlargemeni 0 ] 0 { f 1 ] 0
Nodule, browan 0 0 0 0 2 0 0 0
"Integumeniary sysiem
Integument .
Mass, subcutis, light gray | t { 0 2 2 2 3
Dihers
Briremity .
Swelling, hindlimb g 0 l ] 0 0 0 1
Corn, hind] imb 4 2 2 4 2 2 1 2

Not significantly differeni from conirol.

Ko appreciable changes in all oiher organs and tissues.

One male in the 4 mg/ke group died and one male in the 4 mg/ke group was imminenily sacrificed when meribund.

Two males and one female in the 20 mg/kg group died.




Siudy No,P030098

Absolute and relative organ weights

Male, Female, 13w

Table 12
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One malz in the 4 mg/kg group was imminenily sacrificed when meribund and one male in the 100 mg/ke group died.

$: P<0.05 (significantly different from comirol).
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One male in the ¢ mg/ke group was imminenily sacrificed whem moribund and one male in the 100 mg/kg group died.

£: P<0.05, *#+; P<0.01 (signilicantly different from conirol).





